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DINAOALRIE, DT/ E, JvRRFBLIVERFEFTHY. IS
CHEFLOLDE, AFILE, A MERDE BERUDTLAOAA R DETH
%o

AB (1 1) TROLENSIMO/BETH>T, BEREX2HRRBEER
BMTBEEITHFELLDIE, 2, 3—PERO—83—AFIL—T7—FFY—
7H=EY K [1, 2, 83—del] [1, 4] RUAFHFHIU—-6—-AI
RUBBHREMRT 2HEATHD. CDS55, $HIT3— (S) —AFILEY
FRUYVFFHOUBEMNIFELL,

AERADAZEICE ST, LEW (3) MoFXF/ AUILEVMD 746FEE
DHEBCICE2DT7IVBRZET IR I/ BRENEA IS, &
D&EHLBEBREDHFELTHAIE, (78) —7—F3/—T7—+*2FILRE
O[2. 4] AThr=5—A)LE, 3—AFILTI/ERYSU—1—4JL
B, 4A—AFILERSDU—1—AILEFEZBITLIENTEDM, DD
NEZEFBIENTED,
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[0052] [{E8]
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[0053] CHhodDIBTIERDLEDMNEFELLY,
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[1E9]

Me Me Ph
/ N\ /N H,N MeHN
HN N— HN N— HN 2 N—
<J , )_/ ] N_ N_
F )
Me
H
Me N
H,N_| HN
q\/ , ; , ’

[0054] L= >T. ChoDBEBREEZEZLLDTEIRRTIVILEYTH

H1LEW (3) A, BELLLARADAKICERT A ENTE S,
L&Y (3) MDIELLTIE, EXHIHBINIETHNIEHIZHREA
<. BIzE, 1BEEE. RILKFRERE, I VIbKREIE. BEMHE, MEBERU
HEME S DS  REFMIE, A2 VR ILKRVEIE, 2—EFOXL T4
DAL UBER N p — ML VR LR UEREZED AR LR UEE | BFRg
I8, JOEAVEE. DaUBIE. TOVEE. ONVBIRE. VLA ILERE
TOEVEE, BAREE. TLAVBIE. VU OBERUI U TIVEIES
DEBNDIRUBBEEZETHEENTE S,

[0055] HEEELTIE, ARFLEEROVITNTH>THL KL, 7FILHUEEFE
IE7ILhUxEEE. FIZIE. FRUDL, AUDL, UFDL, ITx
VoL AT LFEOKELY. REIE, REBAKRESIUTILIXYA
FF, KFRIEF RUDL, KFEIED DL, KRIE)FIOLFEOEEKEL
M. n—=TFILIF DL, AFILIVFIL VFILOAYTAELT IR
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[0056]

EQT7ILFIL)FOLRE, PIVAFLTIY, PUIFLTEY, YT
FILFTEU.N, N=PAYTAOELIFILTIVED=HRTIVE, FD
fth, 1, 8—CF7HELSDO [5. 4. 0] 9oFt&—7—I> (DBU)
.1, 8=YF7HEYYDO [4. 3. 0] /v—5—ITY (DBN) , DA
FILFZIU N=AFIILELITFI D, EUDU N=AFIERYDY
ZENEFRILEMERAVDZLENTE D, ChBEEDSI B, FUAFILT
Sy, RIFALTED, PUTFLTEU, N, N=DAYTOELIF
W7 VEDZ/TIVERLV1, 8—CF7HEYSO [5. 4. 0]
>Tt—7—I> (DBU) ., 1, 8=Y7HELYDO [4. 3. 0] /v
—5—ITY (DBN) \ SAFIFTZYY, N=AFILELKRYY, EYD
U N=AFIERY S VEDHEZRRELEMAFHELL, FJIFILTIY
HFICIEELL, FAEE. EE&W (2) 1L T, @E. 315 10f8=
(BILL) AIFELLC, 405 61EE (EILH) AREITIFELLY,
HEATHBEEELELTE, REZEFLEVLOTHNIIFICRESINT,
NEDIBTRIEKRRELTIE, n—AFHL, n—RUAD RUE
V. MLIV, XYLy, s0ORVEY, FVLUEREFLND, T
O—J)LRELTIE, AR/ =)L, TR/ —JL, TAN/ =L, 4V TEI/
—JIL (IPA) . n=TR/—)L, t =TR/—ILHBEFLNE, T—T/
RELTF, PITFLI—TI, PA4VYTAEILI—TIL (IPE) | *F
Wt —=TFILIT—TI (MTBE) . TrIEFAISY (THF) | ¥¥
ARVFILAFILI—TIL, DARXIITEU, 1, 4—DFFHUFELRE
Fond, TERRELTIEDAFIARILLTER (DMF) | DAFILT
r732 K (DMAc) . N=AF)IL—2—FERY K> (NMP) SHEF
bhd, BIROLFZRELTIEK, 1, 3—CAFIL—2—43IFIYD/ Y
(DMI) . 1, 3=YAFI—3, 4, 5, 6—FTrZEFA—2 (1H
) —EUEY /Y (DMPU) Eifohd, NATUERIEKFERELT
X, yo0ORILA, BIEAFLY, 1, 2= 0AT42Y (EDC) &M
Bfohd, COMIZ, PAFILRLEFSE (DMSO) . RILKRT 2,
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[0057]

[0058]

Tt BBEIXTILE., TE M OEEETFEH5IEMNTESL, Ch
SOBEEHEBTELEIVDAEFIELEAEHOETH L. ChOBEEDSH
UAFILRILLT Z R (DMF) | DAFLT7E 77X (DMAC) |
N—AFJL—2—EDOYFY (NMP) EOT7I RRBE, FEL=FUL
PIFELL, PR FULEITHFELL, FRTIHIBFEDEICONTIE
—BIZITE AL, £EH (2) IZHLT, EE1MS100EEREEE
CIFFELLIES NS 1 SEEREBENEETH S,
RORFERELTIE., FUNDST/RIFRIEEHTFELL. FUTIL
AORIRIEEMMNIFELL, MU TILAORIRIEIT—FTILEKRE LTH
BIZEATHIENTES, COEIBI—TILEARELTIE, PIFILT
—TIEER, TRIEFADS UBAREEITBEICERT S ENTES, &
RAEF. k&Y (2) ITHLT, BE. 1151 0= (/L) BFHRL
<. 1. 5N5H3EE (FE/LLL) AEFITFFELLY,
AEAOHFEIIEVWTIE, RIGEEVFRICERT I VEEHEESELION
BELL, TOLSIBEMT I UEELTE. =BT S D OBRTINEZEITE
[CHERTEHIENTED, =MT7 I VE=MTHNIEIENEK. FEE. -
(F88HE L EFBAMDBERRILEMDT IV, SoICEThoMEELT:
FIUOWITNTEELL, FIZIEHIERDO FYZILXILTEY (FYIFILT
SN, N=PIFILAVYTAELTEY, RUTFILTIUEHE) B, P
FILELTI=IWT I (DAFILTZ)o, PTFILTZIF) . N—
AFIEILRY D N=AFIERYSVED=ZRT I VEZEFLHIIENT
5, BAMEZEEAT OBIE. BRE. AHEOVThTH>TH LI,
188, MBEORMEE. Y. B, JOCEA V. BB, o, <0
VEEEDEMAILARVE, p— FLIVRILKRUEE, ROEURILEKVEE,
ARURIKRUEE, FIORLURIKR VB, R TILAD AR DRV ER
AT T ALK UBEDALNKRUBEZEFLEIENTEDS, ChHDS
B, EEIENIFFE L, FIRIQEREZIFEICERT A ENTE S, EA
=&, L&Y (2) ITHL T, BE. 1051 0FBE (FILLL) HMiFxELL
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[0059]

[0060]

[0061]

[0062]

. 1. BB 3EE (FILEE) AERTIFELLY,

/T OB, BEREEARADIRRT 2 U LEDOEBIEEMITE LT,
BEBRLTWOIEBNBETHIL S G EETIEHEMTHIEMAFELL,

RIGREF, EENOBEDRADEEDEETLILD, RIGE, £&LZ3
Onhbb&Z7 8HRHEDEITTREI b,

FEOFERIZE ST, F/ OVANLRUBBANEREVRFL—FER
STALEMDERT H2DT, BR7IVEDRBERTRICCORVRERR
BREMKIMELTUEL, RWTT7 2/ EOREENTFET HHEICIEER
REIT D LITKY, F/OULEMERDICENTE S, RIVREBRED
MAKSEL, BEEASNIEFHTTEBRINEEL, FIZE A2/ —L
IR —IIFEOEKTILI—INBEDL L EDAFILRILLATE K (DM
F) . DAFILTERTEF (DMAc) . N=AF)L—2—-ERD0 K2 (
NMP) ZENEK7 I FREEF, MBI BHIELICKVERETEDS, KRB
SO CHLBEDHADEERHBICTILESOMNFELL, BREEKERAL
FRERICEL-FHETTEETELIN, fIxE. LEMKSEYME. KF
LR BORIBEBTUET L LICELYThNbd, RIGERTRIE, RIS&EZH]
ZIEKEBIEF B D LKBRTERESE Lk, BELE. HIZIXERRIZT
b, MELEHEREAR, H LE/00RILLAEDABREICTHE L,
Bonf-temrELLBREZAVV-BRAEESE, EERELTX/OY
LEMERDIENTED,

[ a5

LUTICERAFIZ L > CTARBERAZERMICHEAT S0, AFBRAEIASIC
BRESNDHDTEAELC, FIhSFMAILEIEERICEVNTHREMICHE
ML TEESAEL,

EifEf1 77— [ (78) —7—F3/—7—AFJRED [2. 4] ~T

k—5—AaJ)] —1. 4—2EERO—6—2J)LAO0—1— [ (1R, 28)

—2—2)LAZ0s45070E)L] —8— A XL —4—FAXY—3—-x/1

VHILKREE - 2 k08
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6, 7—J)A40—-1, 4—cbrFO0—1— [ (1R, 28) —2—7
LAOToO0JOEL] —8—A XL —4—-FFY—-83—F/1JUAILKR
VB (90g) . RUDIL— (78) —7T—AFI—-5—-—F7HRED [2.
4] NTRU—T7—-FIUTIBEIE (90g) . RUIFILTIY (39.
Oml) BEU=T kAR VHR—T+FIERATSVEE (63. 4m )
D7EFZFYIILBEKR (800m 1) 2ERICTIORERE, SHIT=T
VIERDR—-—TFIERATSUEAKR (6. 3ml) ZMX, ZOFFEDE
BICT1REB#H L, SoIlF, PUIFILT7IY (159, 5m)
EMA, EERT16HMEERL, BEEZREBELI-&R, BBIIAS/—
IV (900m ) ZMA6REMBARK L, ZEFTAAE, 5%Pd—
C (4. 6g) ZMA. KFRFEAKT. 4 0CICTSRHEBHLER, RIE
BICE)IFILTEY (90m 1) BKUK (225m 1) #mMA, 40°C
[CT1EEBIR LTz, Pd—C#Z#EXR%E. BREBHEEMBL. Bon-KE
~AK (720m 1) B&KUAZ/—)L (180m 1) #M&., 5NKEES
FDLKBRIZTp HSIZHELTz, 6 0°CIZT 4 0B HE. 5NK
BRIEFT MU DLKBRTopHIAREL, EERICT1HMEBHLEZ. §oh
FiEmEIER - R L. FRELAYEREBEHERELT120. 9g (IRE
9 1%) &/,

"TH—NMR (400MHz, O. IN—NaOD) Sppm:0. 48—0
56 (2H, m), 0. 66—0. 76 (2H, m), 1. 12 (3H
s), 1. 42—1. 63 (2H, m), 3. 565 (3H, s), 3. 59
—3. 72 (4H, m), 3. 98—4. 03 (1H, m), 4. 79—5
03 (1H, m), 7. 65 (1H, d, J=13. 9Hz) , 8. 44

(1H, s)
THEMF:Calc. C;55. 38%, H; 5. 93%, N; 9. 07%
Obsd. C;55. 19%, H; 5. 98%, N; 9. 19%
[0063] =EjffEHl2 7— [ (78) —7—FS/)—7—AFJREO [2. 4] ~T

k—5—AaJ)] —1. 4—2EERO—6—2J)LAO0—1— [ (1R, 28)
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[0064]

—2—2)LAZ0s45070E)L] —8— A XL —4—FAXY—3—-x/1

VHILKREE - 2 k08

6, 7—J)A40—-1, 4—cbrFO0—1— [ (1R, 28) —2—7
LAOToO0JOEL] —8—A XL —4—-FFY—-83—F/1JUAILKR
VB (83g) . (78) —7—AFIL—5—FHRED [2. 4] ATEY
—7—TIUIIEEIE (3g) . PUIFILTIY (1. 34m ) LU
=79k VR-—TFIERATSUEKR (2. 68g) DF7EFZRJIL
BR (24m 1) ZERICTIONERE, SHIT=ZTvbkARIR-—T+S
ErFOTSUEIEK (0. 27 g) ZMA. ZTOFEFEDEEICT 1 HEEBHL
fzo EHICFER, PUIFILFTIY (5. 37m 1) EMA, ERTS5EHE
Bl BEEREZBELE, BEBICAZ/—)L (30m 1) #MA2
FFRMBER L., BEEBEE LTz, BEIC90%EKAR/—ILEMA, 5
NIKEE{EF R D LKBRICTp HBIZFAE LIz, 6 0°CT4 05 REBI%%E
. BNKEEES MU D LKBRIZTe H7 ~RAEE, 5°CT1 6 RREIB#HL
f-. HMRETENR-EREL, BEILEWE4L. 23 g NFEI3%) Bl &
AR MLT—51%, EEfI1 &E—F LT,

EfEFI3 1—v0J0E)L—1, 4—VEFO—6—7)LAO0—8—*

b —T7— (B—AFINFPEIER)D—1—A)b) —4—FAF%I—3

—X/UHILRUEE - 2 KFNY

1—907AaE)L—6, 7—Y7)0F0—1, 4—2PERO—8—4k
Xo—4—FFY-3—F/JAILKRUEE (8g) . 3—AFILFI/E
NYDUTIERIE (2. 1g) . FPUIFLTEI (1. 43ml) BLU
=79k VR-—TFIERATSUEKR (2. 84g) DF7EFZFJL
BR (30m 1) Z=ET2RHEEBHE. FJIFILT7IY (6. 71m
) EMA, SHICERT24FMBH L, BEEZRERBER BRBITAS
J—IL (30m 1) #MZ 6REMBER Lz, BEEREZEL-#E, 8
O0%EKAZ/—IL30Om I ZMA, 5NKEILS ) VLKEBETpHS
[CERE L%, FRICT1 6FMEBHL. Son-HRERIML TRHEL
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[0065]

. ZBILEME3. 98¢ (UIFEQ 2%) #/I-.

TH—NMR (400MHz, DMSO—dg) dppm:0. 90—1. 3

1 (4H, m), 1. 31—2. 12 (4H, m), 2. 67—3. 71 (

5H, m), 3. 77 (3H, s), 3. 98—4. 09 (1H, m), 7

85 (1H, d, J=11. 1Hz), 8. 78 (1H, s)

TEMMT:Calc. C; 56. 69%, H; 6. 62%, N; 9. 74%
Obsd. C;56. 48%, H; 6. 63%, N; 9. 86%

Effla 1—s0J0E)L—1, 4—VERO—6—7)LFO—8—*

FES—7— (B=—AFI—1—EXRSTZ)L) —4—AXY—3-—-x/1

DRI EE - 1 2K

1—907AaE)L—6, 7—Y7)0F0—1, 4—2PERO—8—4k
XU—A4—FFV-3—F/J2UALKRUE (83g) . 2—AFILERSY
VEERIE (1. 98¢g) PUIFITEIY (1. 4383ml) B&LU=T
VIERDR—T FIERFOTSUER (2. 84g) OF7EFZFJIILBR
(30m |) ZEEICT1HEBHE, FVIFLTI2 (6. 71ml)
EFMZ, SHICEET2 4BMBH L. BEEREZRRE REITAZ/
—J)L (830m | ) ZMASKEMBER L, BEZREBELER. 80
%EKAZ/—IJL (30m ) EMA. 5NKEILF M) I LKBEZRTPH
TICRRE L&, ZRICT1 6REEBHLI-, Gon-HBREZIER - 32EL
. ZBILEME3. 55¢g (UFEQ1%) #/I-.
TH—NMR (400MHz, CDCl,) Sppm: 1. 02—1. 31 (
7H, m), 2. 92—3. 53 (7H, m), 3. 77 (83H, s), 8
91—4. 11 (1H, m), 7. 85 (1H, d, J=12. 3Hz)
8. 79 (1H, s)
THEMF:Calc. C;59. 37%, H; 6. 03%, N; 10. 93
%
Obsd. C;59. 49%, H; 5. 77%, N:11. 03

%
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[0066] =I5 9 —TJLAH— (8S) —AFIL—10— (4—AFILERSS

y=1=Aq)) =T —FFY—2 J—-DbFO—FH-FEUF[1, 2,
3—del =1, 4—ARJAXHI—6—HILHREE

9, 10—o7)LA48— (83S) —AFIL—7—FFY—2, 3—PEF
O—7H—EYFKF[1, 2, 3—de] =1, 4—ARUVFFHIL—6—

AILRUEE (B3g)  4—AFILERZT DU TIEMIE (2. 22¢g) . Y
IFILT7IY (1. 43ml) BLUV=ETVikRVFR-TrZEFATSY
ik (2. 84g) D7EFZFJIILBKE (30m 1) ZERICTI 0HMH
BHE, FJIFILZIV (5. 71ml) ZMA, SSHICEET2 48/
B L-, Bz HEZEER BBCAZ/—I)L (30m 1) £#MZ 248
FMEEFR LTz, BEEZBREZELEZ, T4/—)L (15ml) ZMA.
ERICT 1 6B Lz, Son-EREEN - 32EL. EBLEYES3
55¢g (UNFE9 2%) #FI-,
TH—NMR (400MHz, CDCl;3) Sppm: 1. 63 (3H, d,
J=7Hz), 2. 38 (3H, s), 2. 54—2. 60 (4H, m)
3. 40—3. 44 (4H, m), 4. 35—4. 52 (3H, m), 7.
76 (1H, d, J=11. 8H=z), 8. 64 (1H, s)
THEMF:Calc. C;59. 82%, H; 5. 58%, N; 11. 63
%
Obsd. C;60. 01%, H; 5. 69%, N; 11. 53

%

[0067] =6 7— [ (B3R) —83— (1—ter t—TrX HIRJLTS
Jioo7doEl) Oy —1—AJ)] —1—[ (1R, 28) —2

—zlFnssaJoEl] —1, 4—YeRO0—8—A xS —4-—-FF%
J—3—%/ 1 HIKR
7—-7)LF#0—-1— [ (1R, 28) —2—7)AO<%070E/] —
8—ARXL—4—FFVY—1, 4=2EFO—-3—F/J2HAILKRUE (
83g) . NIIFILFTIUERE (2. 8g) BLUZTvikikoR—T+
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JERATSVEER (2. 84g) D7EFZFJIILAERKR (45m 1) &F
mICT30RE”RE, tert—JF)L {(1— [ (BR) —EBYDU—3
—qJL] o070} AINA—k--TaJEE (3. 54g) LU
F)ZFILTIY (5. 71ml) #MA, TOFFEDREIZT 1 O FHEE
BLE, BEEHEZER®R BBEICAZ/—IL (30m 1) #Wx 1 2F/M
MBER LT -, BEZBEBELZ®R, 80%EKAR/—I)L (20m 1)
ZMA. 5NKEIEF b DLKBRIZTp H7ICHAE#E, 60°CIZTT30
TEHER. ERICT 6FHEEBH L. Sonf-HEREER - 22 L. B8

itEMmE4. 79¢g (INFE9 4%) Hi-.
"TH—NMR (400MHz, CDCl;) Sppm:0. 68—0. 95 (
4H, m), 1. 29—1. 58 (2H, m), 1. 42 (3H, s), 1
71—1. 91 (1H, m), 2. 03—2. 15 (1H, m), 2. 2
2—2. 40 (1H, m), 8. 36—3. 71 (4H, m), 8. 52 (
3H, s), 3. 79—3. 90 (1H, m), 4. 74—5. 05 (1H
, m), 4. 99 (1H, brs), 6. 94 (1H, d, J=9. 2Hz
), 8. 06 (1H, d, J=9. 2Hz), 8. 65 (1H, d, J=3

1Hz), 15. 18 (1H, brs)
TEMMT:Calc. C;62. 26%, H; 6. 43%, N; 8. 38%
Obsd. C;62. 14%, H; 6. 47%. N; 8. 43%
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REOR D&
® (2)
[{E1]
R” 0
X\, CO,H
T
|lz‘

[P, RTE, BEREZALTLTIHIELVRFZH 1Mo 6DT7ILTILE, &
BEZAELTOVDTELIVRFHINS 6D/ OT7ILFIILE, BREZHAL
TWTHEW Tz DLE, FREEREZALTOV T EWATETY—IL
HEEKRL, R2lF, BREZELTLWTHLVWT I /&, KFRF, KkEE
TFAIVE NOT I ATFIVE REB 1ML 6DTILFILE, kEH2
Mo6DTILTZIVE, REHE2NM6DT7IILFXZILE, FERFH 1M
S56NTILIFEEERL, XIINOFVEFEEKL, X' FKEEFE
FENAOTFUVRFEERL, AREBRRERTFERIEIXRR

[1k2]
\{

X

(KA, X2FKFREF, KBEE., >7/&, N\OFVREF. RFHI1H 56
DF7ILFILE, REHR 1MS6DT7IILIXRDE, N\NOF/ AFIILE, FiiE
NOHFJ A RXVEEZFBRT AN, COX2ELERTEBBO—HFEETAT
—MELTE &<, SHICIDRERZR 156 DT ILFIILEZEMRE L
LTELTWTHELY, )

TREINGEBABEZERT 5, |
TRENDEEWIZ, BED, BEEFET. KX (3)
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[1£3]
R

NH

R | (3)

W,’/(CHz)n

Y
[P, RIBLIURE, TRENMIIC, RFYINL 6D OTILE
IWE, KRRF, NOFTVRF, JzZILE, REZH1HL6DT7ILFILE
REB AL EDTIILIFVE, REH2HL6DTILTZIVE, FE
REH2HLB6DTILFIIIEZRTN, CDS562907ILFILEDEZE
F7I/EZEBRELLTHLTVTH &L, £L7LFLE, 7Laxd
E. P75 ULESEUT7ILERDILEIE, BEERFELEDERKOVTAT
L&, SHITTILFILEDEBEE, KBEE, 7I/&, NOFVEF., Ik
RHIDLB6DTILXILFAE, REH 1M 6DT7ILIFXFIE, RES
Mo OFILFILE, RERIHNLSE6DTILFILT I/ E, RFHS
MAHLE6DIIOFILFIILTI/E, REH1HML6D7ILAFIEDLLIE
NOFUVRFTEBRINATOWTHEW I ZILE, JULERUFTYIIL
ENSRLIBENSEIINDIETFLEI2ULEZEBRELLTELTLTEE
{, EHICINHDOREBLURE—HFIEL T,
(a) INLWEETIRRFEFEEAT. SERNLCE6BROBRKEES
EELTAEOREEZERLTL &<, REQRIEF, BERET. BRRT
FERERFZROBHREFELTEATOWTEH L, COKSITLTE
BRENEERICE, NATUVRF, REBIDL6DTILFIILEELEFT I/
ENBRLTVWTEH &L, SEHICTOTILFLEFINOSVEF, RFH
MEBDTILFILE, FILAFDENGHEIBEINLBEINSGELTERELL
THLTHEL, HDULIE,
(b) ZEHBICE>THETIIXFVYAFLUEEBRLTEELL, &5
[CCDITXVAFLUEG, KEE, 72/&, NOFTVRERF, REH1H
BEDTILFLNFAEBIVRRHINO6DTIILAFIVENLLRLIBDE
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BMEDNSEENDIE 1 FE2ZHLTLTEH LKL,
WiE, —CHR®—, —O—, —NRé—%RL., T TRSE, KREF. /\
A7 VREF, REF1IML6DTILFILE, RERINL6DLYOF7ILF
IWE, REH 2L 6DTILTZIILE, REH 26D T7ILEXZILE, &
FERBRIMNSBDTZILIXDEZRTIN, D552/ 07ILFILED
BEETI/EEFERELLTALTLTH &L, SLHITTLFILEDEE
(FKEEE, 7EX/&, NOFTUVRERF, RER 1D 6DTILFILTFAEL K
REHIDNLEDTILIXIENGLHEIBHOEBRENSETNEGE 1 F
F2LEZBEHBMELLTHALTVTEEL, HOIWIIDRSELFERFES:
[FR4IE. CMoWREETIARRREFEEATRERI~60D707ILAY
FE5~7BNREMERREBALTLEL, TOLIITLTHEREINE
DORATNLAERFENERRE, RREINL6DTILFIILEDL LG
TI/EFBEBRELLTHELTLTH &KLY,
Re(E, KRFEF. REHIDL6DTILFIILEF-ERFIHINLE6DLY
O7LFILEEERT S, YL KREF. ANRERLOEIEDORREF
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METHOD FOR PRODUCING QUINOLONE CARBOXYLIC ACID DERIVATIVE

The presentinvention relates to a method for producing a quinolone compound having high antibacterial activity

A quinolonecarboxylic acid derivative (1) of interest is produced through a one-pot manner by reacting a compound
(2) with a salt of a cyclic amine (3) and with a boron derivative in a solvent in the presence of a base.
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Description
Technical Field

[0001] The presentinvention relates to a method for producing a quinolone compound having high antibacterial activity
and high safety, at high yield and in a simple manner.

Background Art

[0002] Generally, a quinolone compound has a cyclic amine substituent including a second amino moiety at the 7-
position (or an equivalent position thereof) of the quinolone skeleton. Such quinolone compounds are generally synthe-
sized by reacting a cyclic amine compound with a 7-halogenated quinolonecarboxylic acid compound. In order to enhance
yield and reaction site specificity, the carboxylic acid moiety of a quinolonecarboxylic acid compound is transformed into
a borofluoric acid ester moiety or a boric acid ester moiety, followed by reaction with a cyclic amine compound (see
Patent Documents 1 to 3 and Non-Patent Documents 1 to 4).

[0003] Furthermore, from an industrial viewpoint, there have been developed methods for producing quinolonecar-
boxylic acid derivatives at high efficiency; e.g., a production method in which an alkyl borate is employed as an additive
(Patent Document 4), and a one-pot method (Patent Document 5).

Patent Document 1: JP-A-1987-252772

Patent Document 2: JP-A-1988-316757

Patent Document 3: JP-A-1991-95177

Patent Document 4: JP-A-1993-294938

Patent Document 5: WO 2005/047260

Non-Patent Document 1: Majid M. Heravi et al., Journal of Chemical Research, 2005, 579.
Non-Patent Document 2: Liu Ming-Liang et al., Chinese Journal of New Drugs, 2004, 13, 12, 1130.
Non-Patent Document 3: Liu Ming-Liang et al., Chinese Journal of Pharmaceuticals, 2004, 35, 3, 129.
Non-Patent Document 4: Liu Ming-Liang et al., Chinese Journal of Pharmaceuticals, 2004, 35, 7, 385.

Disclosure of the Invention
Problems to be Solved by the Invention

[0004] When the method disclosed in Patent Document 3 is employed, a free-form amine compound is reacted to
give quinolonecarboxylic acid derivatives at a high yield (72 to 81%). However, free-form cyclic amine compounds have
less chemical stability and poor handleability, which are problematic. Then, when a salt-form cyclic amine compound,
which is excellent in stability and handleability, is employed in a reaction, the quinolonecarboxylic acid derivative yield
(49%) do not reach the yield which is obtained by use of a free-form amine compound. Thus, use of such an amine
compound salt is still problematic in terms of industrial production.

[0005] Inthe method disclosed in Patent Document 4, no quinolonecarboxylic acid derivative can be produced even
when a cyclic amine salt compound having a high stability and high handleability is used. In addition, the method disclosed
in Patent Document 4 includes a step of transforming a carboxylic acid moiety to a borofluoric acid ester by use of an
expensive silylating agent (i.e., via silyl ester), making this method cumbersome. Therefore, there is demand for a
production method which can be performed in a simpler manner.

[0006] Thus, anobjectofthe presentinventionisto establish anovel process which is friendly to the global environment,
the process employing a high-stability, high-handleability cyclic amine salt compound which realizes reaction at high
efficiency; avoiding use of an expensive silylating agent; and reducing the process waste.

Means for Solving the Problems

[0007] The present inventors have carried out extensive studies on the aforementioned process, and have found that
through allowing the compound represented by formula (2), a cyclic amine salt, and a boron derivative to react in a
solventinthe presence of a base, quinolonecarboxylic acid derivatives can be efficiently synthesized in a one-pot reaction
without forming a silyl ester, thereby.realizing an industrially advantageous method for producing a quinolone-based
synthetic anti-bacterial agent. The present invention has been accomplished on the basis of this finding.

[0008] to [0016] The presentinvention is directed to a method for producing a compound represented by formula (1):
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[wherein

R1 represents an optionally substituted C1 to C6 alkyl group, an optionally substituted C3 to C6 cycloalkyl group, an
optionally substituted phenyl group, or an optionally substituted heteroaryl group;

R2 represents an optionally substituted amino group, a hydrogen atom, a hydroxyl group, a thiol group, a halogenom-
ethyl group, a C1 to C6 alkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy group;
each of R3 and R4 independently represents a C3 to C6 cycloalkyl group, a hydrogen atom, a halogen atom, a phenyl
group, a C1 to C6 alkyl group, a C1 to C6 alkoxy group, a C2 to C6 alkenyl group, or a C2 to C6 alkynyl group, wherein
the cycloalkyl group may have an amino group as a substituent; each of the alkyl group, alkoxy group, alkenyl group,
and alkynyl group may be linear or branched; and the alkyl group may have one or more substituents selected from
the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to C6 alkylthio group, a C1 to C6
alkoxy group, a C3 to C6 cycloalkyl group, a C1 to C6 alkylamino group, a C3 to C6 cycloalkylamino group, a C1 to
C6 alkoxy group, a phenyl group which may be substituted by a C1 to C6 alkoxy group or halogen atom, a furyl group
which may be substituted by a C1 to C6 alkoxy group or halogen atom, and a thiazolyl group which may be substituted
by a C1 to C6 alkoxy group or halogen atom, or R3 and R4 may be linked together to form

(a) a spiro-ring structure of a 3- to 6-membered ring structure including the carbon atom to which R3 and R# are
bonded, wherein the spiro ring may have a nitrogen atom, an oxygen atom, or a sulfur atom, as a ring-member
atom; the formed ring may be substituted by a halogen atom, a C1 to C6 alkyl group, or an amino group; and the
alkyl group may have a group selected from the group consisting of a halogen atom, a C1 to C6 alkyl group, and a
C1 to C6 alkoxy group, as a substituent, or

(b) an exo-methylene group bonded via a double bond, wherein the exo-methylene group may have one or two
substituents selected from the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to C6
alkylthio group, and a C1 to C6 alkoxy group;

"A" represents a nitrogen atom or a partial structure represented by the following formula:

e

X

(wherein X2 represents a hydrogen atom, a hydroxyl group, a cyano group, a halogen atom, a C1 to C6 alkyl group,
a C1to C6 alkoxy group, a halogenomethyl group, or a halogenomethoxy group, wherein X2 and the above-men-
tioned R1 may be integrated with a part of the skeleton, to form a ring, and the formed ring may have a C1 to C6
alkyl group as a substituent);

W represents -CHRS5-, -O-, or -NR6- (wherein RS represents a hydrogen atom, a halogen atom, a C1 to C6 alkyl
group, a C3 to C6 cycloalkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy group;
the cycloalkyl group may have an amino group as a substituent; the alkyl group may have one or more substituents
selected from the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to C6 alkylthio
group, and a C1 to C6 alkoxy group; R® and the above-mentioned R3 or R4 may together form a C3 to C6 cyclo-
alkane or a 5- to 7-membered saturated heterocycle with a carbon atom to which these Rs are bonded; and the
formed cycloalkane or saturated heterocycle may have a C1 to C6 alkyl group or an amino group as a substituent,
and R6 represents a hydrogen atom, a C1 to C6 alkyl group, or a C3 to C6 cycloalkyl group);
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X1 represents a hydrogen atom or a halogen atom;

Y represents a hydrogen atom, or an amino group, a C1 to C6 alkyl, a C1 to C6 alkylamino group, a C3 to C6
cycloalkyl group, or a group which can be readily transformed by chemical means to an amino group or a C1 to
C6 alkylamino group, these groups each being bonded to any carbon atom of the saturated heterocyclic ring; and
nis 0 to 2], a salt thereof, or a hydrate of the compound or salt, characterized in that the method comprises
allowing to cause a reaction in a mixture containing a compound represented by formula (2):

(wherein X represents a halogen atom, and R%, R2, X1, and A have the same meanings as defined above), a salt
of a compound represented by formula (3):

R4

3 'I\JH (3)
R
W%(CHz)n
Y

(wherein W, Y, R3, R4, and n have the same meanings as defined above], and a boron derivative in a solvent in
the presence of a base, to thereby form a boron chelate compound, and
removing a boron chelate moiety from the boron chelate compound.

Effects of the Invention

[0009] According to the presentinvention, a quinolonecarboxylic acid derivative is converted to a borofluoric acid ester
or a boric acid ester thereof, which has enhanced reactivity for producing a quinolone derivative, and the formed boron-
containing derivative is employed as a starting material of condensation reaction. Therefore, the boron-containing de-
rivative is condensed with a cyclic amine salt compound having high stability and handleability in the presence of a base
in one reaction mixture. This process can be performed in a simple manner without isolating the boron-containing
derivative, thereby reducing isolation loss. Since the condensation reaction can be performed in a one-pot manner,
possible exposure of workers to harmful intermediates can be reduced, and the production yield can be remarkably
enhanced. Therefore, from an industrial viewpoint, a target compound represented by formula (1) can be produced at
high yield in a simple manner.

Best Modes for Carrying Out the Invention

[0010] The quinolonecarboxylic acid compound employed in the present invention is represented by formula (2):
[0011]
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R 0
COH

(2)

[0012] (wherein

R1 represents an optionally substituted C1 to C6 alkyl group, an optionally substituted C3 to C6 cycloalkyl group,

an optionally substituted phenyl group, or an optionally substituted heteroaryl group;

R2 represents an optionally substituted amino group, a hydrogen atom, a thiol group, a halogenomethyl group, a C1 to
C6 alkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy group;

X represents a halogen atom;

X1 represents a hydrogen atom or a halogen atom; and

"A" represents a nitrogen atom or a partial structure represented by the following formula:

[0013]
i

X

[0014] (wherein X2 represents a hydrogen atom, a hydroxyl group, a cyano group, a halogen atom, a C1 to C6 alkyl
group, a C1 to C6 alkoxy group, a halogenomethyl group, or a halogenomethoxy group, wherein X2 and Rl may be
integrated with a part of the skeleton, to form aring, and the formed ring may have a C1 to C6 alkyl group as a substituent).
Hereinafter, the compound is referred to as compound (2).

[0015] When R1is an optionally substituted C1 to C6 alkyl group, examples of the substituent include a halogen atom,
a C1 to C6 alkyl group, and a C1 to C6 alkoxy group. Of these, a halogen atom is preferred.

[0016] WhenRisa C1to C6 alkyl group, the alkyl group may be linear or branched. Specific examples include methyl,
ethyl, isopropyl, sec-butyl, and tert-butyl. Of these, ethyl and tert-butyl are preferred.

[0017] When Rl is a halogen-substituted C1 to C6 alkyl group, the alkyl moiety may be linear or branched. Specific
examples include methyl, ethyl, propyl, isopropyl, butyl, isobutyl, sec-butyl, and tert-butyl. Of these, ethyl and tert-butyl
are preferred. The halogen atom which serves as a substituent of the alkyl group is preferably a fluorine atom or a
chlorine atom, more preferably a fluorine atom. Examples of such halogen-substituted alkyl groups include fluoromethyl,
trifluoromethyl, 1-fluoroethyl, 2-fluoroethyl, 2,2,2-trifluoroethyl, 1,1-dimethyl-2-fluoroethyl, 1-methyl-1-(fluoromethyl)-2-
fluoroethyl, and 1,1-(difluoromethyl)-2-fluoroethyl. Of these, 2-fluoroethyl and 1,1-dimethyl-2-fluoroethyl are preferred.
[0018] When R is an optionally substituted C3 to C6 cycloalkyl group, example of the cycloalkyl group include cyclo-
propyl, cyclobutyl, and cyclopentyl. Of these, cyclopropyl is preferred. The substituent of the cycloalkyl group is preferably
a halogen atom, a methyl group, or a phenyl group, more preferably a halogen atom. The halogen atom is preferably a
fluorine atom or a chlorine atom, with a fluorine atom being particularly preferred. The number of the substituent on the
cycloalkyl group may be 1 or 2, but is preferably 1. In other words, a monofluorocyclopropyl group is preferred, with a
1,2-cis-2-fluorocyclopropyl being more preferred, a (1R, 2S)-2-fluorocyclopropyl group being particularly preferred.
[0019] When Rl is an optionally substituted phenyl group, examples of the substituent include a halogen atom, a C1
to C6 alkyl group, and a C1 to C6 alkoxy group. Of these, a halogen atom is preferred.

[0020] When Rl is a halogen-substituted phenyl group, the halogen atom is preferably a fluorine atom or a chlorine
atom, more preferably a fluorine atom. The number of halogen atom substituted on the phenyl group is preferably 1 or
2. The halogen-substituted phenyl group may further have a substituent. The substituent is preferably amino, hydroxyl,
or methyl. Examples of such optionally substituted halogen-substituted phenyl groups include a 2-fluorophenyl group,
a 4-fluorophenyl group, a 2,4-difluorophenyl group, and a 5-amino-2,4-difluorophenyl group. Of these, a 2,4-difluoroph-
enyl group and a 5-amino-2,4-difluorophenyl group are preferred.

[0021] When Rl is an optionally substituted heteroaryl group, the heteroaryl group may be a 5-membered or 6-
membered aromatic heterocyclic group having one or more heteroatoms selected from among a nitrogen atom, a sulfur
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atom, and an oxygen atom. Among such a heteroaryl group, a 5- or 6-membered nitrogen-containing aromatic heterocyclic
group having 1 or 2 nitrogen atoms is preferred. Specific examples include pyridyl, pyrimidyl, pyridazinyl, imidazolyl,
thiazolyl, and oxazolyl. Of these, pyridyl is preferred.

[0022] When R!is an optionally substituted heteroaryl group, examples of the substituent include a halogen atom, a
C1to C6 alkyl group, and a C1 to C6 alkoxy group. Of these, a halogen atom is preferred. The halogen atom is preferably
a fluorine atom or a chlorine atom, more preferably a fluorine atom. The number of halogen atom substituted on the
heteroaryl group is 1 or 2. The preferable examples further include an amino group and a hydroxyl group as well as a
methyl group.

[0023] The halogen-substituted heteroaryl group may further have a substituent. Such an optionally substituted hal-
ogen-substituted heteroaryl group is preferably a 6-amino-3,5-difluoropyridin-2-yl group.

[0024] The aforementioned Rl is preferably a cyclopropyl group or a 1,2-cis-2-fluorocyclopropyl group, more preferably
a (1R, 2S)-2-fluorocyclopropyl group.

[0025] RZrepresents a hydrogen atom, an amino group, a hydroxyl group, a thiol group, a halogenomethyl group, a
C1 to C6 alkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy group.

[0026] When R2is an amino group, the amino group may have one or two groups selected from the group consisting
of a formyl group, a C1 to C6 alkyl group, and a C2 to C5 acyl group, as substituents.

[0027] When R2is a C1 to C6 alkyl group, the alkyl group may be linear or branched and is preferably methyl, ethyl,
propyl, or isopropyl, with methyl being particularly preferred.

[0028] When R2is a halogenomethyl group, the halogen atom is preferably a fluorine atom, and the number of halogen
atoms may be 1 to 3.

[0029] When R2is an amino group, a hydroxyl group, or a thiol group, these groups may be protected by a generally-
employed protective group.

[0030] Examples of such protective groups include (substituted) alkoxycarbonyl groups such as tert-butoxycarbonyl
and 2,2,2-trichloroethoxycarbonyl; (substituted) aralkyloxycarbonyl groups such as benzyloxycarbonyl, p-methoxyben-
zyloxycarbonyl, and p-nitrobenzyloxycarbonyl; (substituted) acyl groups such as acetyl, methoxyacetyl, trifluoroacetyl,
chloroacetyl, pivaloyl, formyl, and benzoyl; (substituted) alkyl groups and (substituted) aralkyl groups such as tert-butyl,
benzyl, p-nitrobenzyl, p-methoxybenzyl, and triphenylmethyl; (substituted) ethers such as methoxymethyl, tert-butoxyme-
thyl, tetrahydropyranyl, and 2,2,2-trichloroethoxymethyl; and (alkyl- and/or aralkyl-substituted) silyl groups such as tri-
methylsilyl, isopropyldimethylsilyl, and tert-butyldiphenylsilyl. Compounds protected with such a substituent are partic-
ularly preferred as intermediates for producing quinolone carboxylic acid derivatives.

[0031] Examples of the C1 to C6 alkoxy group include methoxy, ethoxy, propoxy, and butoxy. Of these, methoxy is
preferred.

[0032] The C2 to C6 alkenyl group or the C2 to C6 alkynyl group preferably has two carbon atoms.

[0033] Among the aforementioned R2s, a hydrogen atom, an amino group, a hydroxyl group, a methyl group, and a
methoxy group are preferred, with a hydrogen atom and an amino group being particularly preferred.

[0034] Xrepresents ahalogen atom, and X! represents a hydrogen atom or a halogen atom. Examples of such halogen
atoms include a fluorine atom, a chlorine atom, a bromine atom, and an iodine atom. X! is preferably a hydrogen atom
or a fluorine atom.

[0035] "A"represents a nitrogen atom or a partial structure represented by formula (l1):

[0036]
hid

X

[0037] (X2 represents a hydrogen atom, a hydroxyl group, a cyano group, a halogen atom, a C1 to C6 alkyl group, a
C1 to C6 alkoxy group, a halogenomethyl group, or a halogenomethoxy group).

[0038] When A is a partial structure represented by formula (Il) and X2 is a C1 to C6 alkyl group, the alkyl group may
be linear or branched, and is preferably methyl, ethyl, propyl, or isopropyl. Of these, methyl and ethyl are more preferred,
with methyl being still more preferred. The C1 to C6 alkoxy group may be an alkoxy group derived from the aforementioned
alkyl group. Among such groups, a C1 to C3 alkyl group and a C1 to C3 alkoxy group are preferred, with methyl and
methoxy being particularly preferred.

[0039] The halogen atom is preferably a fluorine atom or a chlorine atom, more preferably a fluorine atom. The halogen
atom of the halogenomethyl group is preferably a fluorine atom or a chlorine atom, more preferably a fluorine atom.
Examples of the halogenomethyl group include fluoromethyl, difluoromethyl, and trifluoromethyl. Similarly, the halogen
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atom of the halogenomethoxy group is preferably a fluorine atom or a chlorine atom, more preferably a fluorine atom.
Examples of the halogenomethoxy group include fluoromethoxy, difluoromethoxy, and trifluoromethoxy.

[0040] When A is a partial structure represented by formula (1), X2 and R may form a cyclic structure together with
a part of the quinolone skeleton (3-atom-structure; i.e., the carbon atom to which X2 is bonded, the nitrogen atom to
which R is bonded, and the carbon atom to which both of the former carbon atom and the latter nitrogen atom are
bonded). The thus-formed ring is preferably a 5- to 7-membered ring and may be saturated or unsaturated. The cyclic
structure may have an oxygen atom, a nitrogen atom, or a sulfur atom, as a ring-member atom and may be further
substituted by a C1 to C6 alkyl group as mentioned in relation to X2. Preferably, the cyclic structure has an oxygen atom
and is preferably substituted by a methyl group. An example of preferred such structures is -O-CH,-CH(-CHy)-, in which
the carbon atom at the right end is bonded to a nitrogen atom.

[0041] When Ais a partial structure represented by formula (I1) and the substituent X2 does not form a cyclic structure,
X2is preferably methyl, ethyl, methoxy, difluoromethoxy, cyano, a fluorine atom, or a chlorine atom, particularly preferably
methyl, methoxy, or difluoromethoxy.

[0042] When A is a partial structure represented by formula (I1) and the substituent X2 forms a cyclic structure, the
cyclic structure is preferably a 2,3-dihydro-3-methyl-7-oxo-7H-pyrido[1,2,3-de][1,4]benzoxazine-6-carboxylic acid skel-
eton. Among such skeletons, 3-(S)-methylpyridobenzoxazine skeleton is particularly preferred.

[0043] According to the method of the present invention, a cyclic amino substituent having a second amine moiety is
introduced to the 7-position or an equivalent site of the quinolon compound from compound(3). Examples of such
substituents include (7S)-7-amino-7-methylspiro[2.4]hept-5-yl, 3-methylaminopiperidin-1-yl, 4-methylpiperazin-1-yl, and
the following substituents.

[0044]
Me
HN  N— Me-N N— Et—N N— HN N— HN N— HN N—
Me Et Me
Me-N N— [>-N N— HN N— HN N— HN N— HN N—
>_/ , \_.__/ 1 y ' » ’
Et <R_/ Ph F
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H Me Me. K ‘
N N H,N MeHN
= (0= OO -0 0

Me

Me M
e
Me,N HN HN H,N H,N HN
N— N— A N— "2 N— ° N—
4 ! ’ y F

F

Ph = s/§|

\ o) =N

OMe F
H,N
2 N—  HN HN H HN HN
2 2 2N 2
, N— N— N— N—

[0045] Among them, preferred are the following groups.

Me
HN N— Me—N N— HN N— HN N— HN N—
Me Me Ph
/N / N\ H,N H,N MeHN
O O e O
F 3

[0046] Therefore, compound (3), which is a cyclic amine compound capable of providing these substituents

erably employed in the method of the present invention.

, is pref-
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No particular limitation is imposed on the salt of compound (3), so long as the salt is pharmaceutically acceptable.
Examples of the salt include mineral acid salts such as hydrochlorides, hydrobromides, hydroiodides, phosphates,
nitrates, and sulfates; benzoates; organic sulfonic acid salts such as methanesulfonates, 2-hydroxyethanesulfonates,
and p-toluenesulfonates; and organic carboxylic acid salts such as acetates, propionates, oxalates, malonates, succi-
nates, glutarates, adipates, tartrates, maleates, malates, and mandelates.

[0047] The base may be organic or inorganic. Examples of the base which can be employed in the present invention
include hydroxides, carbonates, hydrogencarbonates, and alkoxides of an alkali metal or an alkaline earth metal (e.g.,
sodium, potassium, lithium, magnesium, or calcium); metal hydrides such as sodium hydride, potassium hydride, and
lithium hydride; alkyllithium reagents such as n-butyllithium, methyllithium, lithium diisopropylamide; tertiary amines such
as trimethylamine, triethylamine, tributylamine, and N,N-diisopropylethylamine; and heterocyclic compounds such as
1,8-diazabicyclo[5.4.0lundec-7-ene (DBU), 1,8-diazabicyclo[4.3.0]non-5-ene (DBN), dimethylaniline, N-methylmor-
phorine, pyridine, and N-methylpyridine. Of these, tertiary amines such as trimethylamine, triethylamine, tributylamine,
and N,N-diisopropylethylamine, and heterocyclic compounds such as 1,8-diazabicyclo[5.4.0]Jundec-7-ene (DBU), 1,8-
diazabicyclo[4.3.0]non-5-ene (DBN), dimethylaniline, N-methylmorphorine, pyridine, and N-methylpyridine are preferred,
with triethylamine being particularly preferred. The base is generally used in an amount, with respect to the amount of
compound (2), 3 to 10 times by mole (mole ratio), particularly preferably used in an amount of 4 to 6 times by mole (mole
ratio).

[0048] No particular limitation is imposed on the solvent used in the present invention, so long as it does not impede
the reaction. Examples of hydrocarbon solvents include n-hexane, n-pentane, benzene, toluene, xylene, chlorobenzene,
and xylene. Examples of alcohol solvents include methanol, ethanol, propanol, isopropanol (IPA), n-butanol, and t-
butanol. Examples of ether solvents include diethyl ether, diisopropyl ether (IPE), methyl t-butyl ether (MTBE), tetrahy-
drofuran (THF), cyclopentyl methyl ether, dimethoxyethane, and 1,4-dioxane. Examples of amide solvents include
dimethylformamide (DMF), dimethylacetamide (DMAc), and N-methyl-2-pyrrolidone (NMP). Examples of cyclic urea
solvents include 1,3-dimethyl-2-imidazolidinone (DMI), and 1,3-dimethyl-3,4,5,6-tetrahydro-2(1H)-pyrimidinone (DM-
PU). Examples of halohydrocarbon solvents include chloroform, methylene chloride, and 1,2-dichloroethane (EDC).
Examples of the solvent further include dimethyl sulfoxide (DMSOQ), sulforan, acetonitrile, acetate esters, and acetone.
These solvents may be used singly or in combination of two or more species. Among these solvents, amide solvents
include dimethylformamide (DMF), dimethylacetamide (DMAc), and N-methyl-2-pyrrolidone (NMP), and acetonitrile are
preferred, with acetonitrile being particularly preferred. The amount of solvent, which cannot be predetermined unequiv-
ocally, is generally about 1 to about 100 times by weight with respect to that of compound (2), preferably about 5 to
about 15 times by weight.

[0049] The boron derivative is preferably a trihalogenoboron compound, more preferably a trifluoroboron compound.
Trifluoroboron is preferably used in the form of an ether complex. Examples of such ether complexes include diethyl
ether complex and tetrahydrofuran complex. The boron derivative is generally used in an amount, with respect to the
amount of compound (2), 1 to 10 times by mole (mole ratio), particularly preferably used in an amount of 1.5 to 3 times
by mole (mole ratio).

[0050] Inthe method of the present invention, a tertiary amine salt is preferably present in the reaction mixture. Among
such salts, tertiary amine acid-adduct salts are preferably used. No particular limitation is imposed on the tertiary amine,
solong as the amine is tertiary nature, and any of aliphatic amines, aromatic amines, saturated or unsaturated heterocyclic
amines, and complex amines thereof may be employed. Examples of the tertiary amine include the aforementioned
trialkylamines (e.g., triethylamine, N,N-diethylisopropylamine, and tributylamine); dialkylarylamines (e.g., dimethylaniline
and diethylaniline); N-methylmorphorine; and N-methylpiperidine. The acid which forms the acid-adduct salt may be an
inorganic acid or an organic acid. Examples of the acid include inorganic acids such as hydrochloric acid and sulfuric
acid; organic carboxylic acids such as formic acid, acetic acid, propionic acid, butyric acid, oxalic acid, and malonic acid;
and sulfonic acids such as p-toluenesulfonic acid, benzenesulfonic acid, methanesulfonic acid, naphthalenesulfonic
acid, trifluoromethanesulfonic acid, and camphorsulfonic acid. Among these salts, inorganic salts are preferred, and, for
example, hydrochlorides are preferably employed. Generally, the amount of the tertiary amine salt employed with respect
to that of compound (2) is preferably about 1 to 10 times by mole (mole ratio), particularly preferably 1.5 to 3 times by
mole (mole ratio).

The tertiary amine salt is preferably added, particularly when the acid which forms the cyclic amine salt compound for
introducing a substituent is an weak acid.

[0051] The reaction temperature may fall within a range of room temperature to the boiling point of the solvent. The
reaction completes within a period of about 30 minutes to 78 hours.

[0052] Through the aforementioned procedure, a quinolone carboxylic acid compound in which the carboxylic acid
moiety has been transformed to a boron chelate substituent is produced. The boron chelate substituent is removed
through hydrolysis after completion of reaction with a cyclic amine. When the amino group has been protected, the amino
group is deprotected, whereby a quinolone compound of interest can be produced. No particular limitation is imposed
on the conditions under which hydrolysis to remove a boron substituent is performed, and the hydrolysis is performed
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under generally employed conditions. For example, the hydrolysis may be performed in a hydrated alcoholic solvent
containing methanol, ethanol, etc., or in a hydrated amide solvent containing dimethylformamide (DMF), dimethylaceta-
mide (DMAc), N-methyl-2-pyrrolidone (NMP), etc. with heating. The reaction is preferably performed at a temperature
between 80°C and the boiling point of the employed solvent. Deprotection may be performed under suitable conditions
depending on the employed protective group. For example, the aforementioned hydrolyzate is subjected to hydrogenol-
ysis or treatment with concentrated hydrochloric acid. After completion of reaction, the reaction mixture is alkalinized
with, for example, aqueous sodium hydroxide, and neutralized with an appropriate acid such as hydrochloric acid. The
precipitated crystals are recovered through filtration, or extracted with a solvent such as chloroform. The thus-produced
compound is purified through, for example, dissolution in an appropriate solvent for recrystallization, whereby a quinolone
compound of interest can be yielded.

Examples

[0053] The present invention will next be described in detail by way of examples, which should not be construed as
limiting the invention thereto.

Example 1

7-[(7S)-7-Amino-7-methylspiro[2.4]hept-5-yl]-1,4-dihydro-6-fluoro-1-[(1R,2S)-2-fluorocyclopropyl]-8-methoxy-4-oxo-
3-quinolinecarboxylic acid dihydrate

[0054] An acetonitrile solution (800 mL) containing 6,7-difluoro-1,4-dihydro-1-[(1R,2S)-2-fluorocyclopropyl]-8-meth-
oxy-4-oxo-3-quinolinecarboxylic acid (90 g), benzyl-(7S)-7-methyl-5-azaspiro[2.4]heptan-7-amine dihydrochloride (90
g), triethylamine (39.9 mL), and boron trifluoride-tetrahydrofuran complex (63.4 mL) was stirred at room temperature for
30 minutes. Boron trifluoride-tetrahydrofuran complex (6.3 mL) was further added to the solution, followed by stirring for
one hour at the same temperature. Triethylamine (159.5 mL) was further added to the reaction mixture, followed by
stirring at room temperature for 16 hours. The solvent was evaporated under reduced pressure, and methanol (900 mL)
was added to the residue. The mixture was refluxed for 6 hours. After cooling to room temperature, the mixture was
stirred at 40°C for 5 hours under hydrogen in the presence of 5%Pd-C (4.5 g). Subsequently, triethylamine (90 mL) and
water (225 mL) were added to the thus-obtained reaction mixture, followed by stirring at 40°C for one hour. Pd-C was
removed through filtration, and the filtrate was concentrated under reduced pressure. Water (720 mL) and methanol
(180 mL) were added to the residue, and the pH of the product was adjusted to 8 by use of 5N aqueous sodium hydroxide
solution. The thus-obtained mixture was stirred at 60°C for 40 minutes, and the pH of the product was adjusted to 7 by
use of 5N aqueous sodium hydroxide solution, followed by stirring at room temperature for one hour. The thus-produced
crystals were recovered through filtration and dried, to thereby yield 120.9 g of the title compound as pale brown crystals
(yield: 91%).

1H-NMR(400MHz,0.1N-NaOD)  dppm: 0.48-0.56(2H,m),0.66-0.76(2H,m),1.12(3H,s),1.42-1.63(2H,m),3.55(3H,s),
3.59-3.72(4H,m),3.98-4.03(1H,m),4.79-5.03(1H,m),7.65(1H,d,J=13.9Hz),8.44(1H,s)

Elemental analysis: Calc. C;55.38%, H;5.93%, N;9.07%

Obsd. C;55.19%, H;5.98%, N;9.19%

Example 2

7-[(7S)-7-Amino-7-methylspiro[2.4]hept-5-yI]-1,4-dihydro-6-fluoro-1-[(1R,2S)-2-fluorocyclopropyl]-8-methoxy-4-oxo-
3-quinolinecarboxylic acid dihydrate

[0055] An acetonitrile solution (24 mL) containing 6,7-difluoro-1,4-dihydro-1-[(1R,2S)-2-fluorocyclopropyl]-8-methoxy-
4-oxo0-3-quinolinecarboxylic acid (3 g), (7S)-7-methyl-5-azaspiro[2.4]heptan-7-amine dihydrochloride (3 g), triethylamine
(1.34 mL), and boron trifluoride-tetrahydrofuran complex (2.68 g) was stirred at room temperature for 30 minutes. Boron
trifluoride-tetrahydrofuran complex (0.27 g) was further added to the solution, followed by stirring for one hour at the
same temperature. Triethylamine (5.37 mL) was further added to the reaction mixture, followed by stirring at room
temperature for 5 hours. The solvent was evaporated under reduced pressure, and methanol (30 mL) was added to the
residue. The mixture was refluxed for 2 hours, and the solvent was evaporated. 90% Hydrated methanol was added to
the residue, and the pH of the product was adjusted to 8 by use of 5N aqueous sodium hydroxide. The thus-obtained
mixture was stirred at 60°C for 40 minutes, and the pH of the product was adjusted to 7 by use of 5N aqueous sodium
hydroxide solution, followed by stirring at 5°C for 16 hours. The thus-produced crystals were recovered through filtration
and dried, to thereby yield 4.23 g of the title compound (yield: 93%). Spectral data of this compound coincided with those
obtained in Example 1.
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Example 3

1-Cyclopropyl-1,4-dihydro-6-fluoro-8-methoxy-7-(3-methylaminopiperidin-1-yl)-4-oxo-3-quinolinecarboxylic acid dihy-
drate

[0056] An acetonitrile solution (30 mL) containing 1-cyclopropyl-6,7-difluoro-1,4-dihydro-8-methoxy-4-oxo-3-quinoli-
necarboxylic acid (3 g), 3-methylaminopiperidine dihydrochloride (2.1 g), triethylamine (1.43 mL), and boron trifluoride-
tetrahydrofuran complex (2.84 g) was stirred at room temperature for 2 hours. Triethylamine (5.71 mL) was further added
to the reaction mixture, followed by stirring at room temperature for 24 hours. The solvent was evaporated under reduced
pressure, and methanol (30 mL) was added to the residue. The mixture was refluxed for 6 hours, and the solvent was
evaporated under reduced pressure. 80% Hydrated methanol (30 mL) was added to the residue, and the pH of the
product was adjusted to 8 by use of 5N aqueous sodium hydroxide solution, followed by stirring at room temperature
for 16 hours. The thus-produced crystals were recovered through filtration and dried, to thereby yield 3.98 g of the title
compound (yield: 92%).

1H-NMR(400MHz,DMSO-dg) dppm: 0.90-1.31(4H,m),1.31-2.12(4H,m),2.67-3.71(5H,m),3.77(3H,s),3.98-4.09(1H,m),
7.85(1H,d,J=11.1Hz),8.78(1H,s)

Elemental analysis: Calc. C;56.69%, H;6.62%, N;9.74%

Obsd. C;56.48%, H;6.63%, N;9.86%

Example 4

1-Cyclopropyl-1,4-dihydro-6-fluoro-8-methoxy-7-(3-methyl-1-piperazinyl)-4-oxo-3-quinolinecarboxylic acid 1/2 hydrate

[0057] An acetonitrile solution (30 mL) containing 1-cyclopropyl-6,7-difluoro-1,4-dihydro-8-methoxy-4-oxo-3-quinoli-
necarboxylic acid (3 g), 2-methylpiperazine dihydrochloride (1.93 g), triethylamine (1.43 mL), and boron trifluoride-
tetrahydrofuran complex (2.84 g) was stirred at room temperature for one hour. Triethylamine (5.71 mL) was further
added to the reaction mixture, followed by stirring at room temperature for 24 hours. The solvent was evaporated under
reduced pressure, and methanol (30 mL) was added to the residue. The mixture was refluxed for 5 hours, and the solvent
was evaporated under reduced pressure. 80% Hydrated methanol (30 mL) was added to the residue, and the pH of the
product was adjusted to 7 by use of 5N aqueous sodium hydroxide solution, followed by stirring at room temperature
for 16 hours. The thus-produced crystals were recovered through filtration and dried, to thereby yield 3.55 g of the title
compound (yield: 91%).

1H-NMR(400MHz,CDCl;) dppm: 1.02-1.31(7H,m),2.92-3.53(7H,m),3.77(3H,s),3.91-4.11(1H,m),7.85(1H,d,J=12.3Hz),
8.79(1H,s)

Elemental analysis: Calc. C;59.37%, H;6.03%, N;10.93%

Obsd. C;59.49%, H;5.77%, N;11.03%

Example 5

9-Fluoro-(3S)-methyl-10-(4-methylpiperazin-1-yl)-7-oxo-2,3-dihydro-7H-pyrido[1,2,3-de]-1,4-benzoxazine-6-carboxy-
lic acid

[0058] An acetonitrile solution (30 mL) containing 9,10-difluoro-(3S)-methyl-7-oxo-2,3-dihydro-7H-pyrido[1,2,3-de]-
1,4-benzoxazine-6-carboxylic acids (3 g), 4-methylpiperazine dihydrochloride (2.22 g), triethylamine (1.43 mL), and
boron trifluoride-tetrahydrofuran complex (2.84 g) was stirred at room temperature for 30 minutes.

Triethylamine (5.71 mL) was further added to the reaction mixture, followed by stirring at room temperature for 24 hours.
The solvent was evaporated under reduced pressure, and methanol (30 mL) was added to the residue. The mixture
was refluxed for 24 hours, and the solvent was evaporated under reduced pressure. Ethanol (15 mL) was added to the
residue, and the mixture was stired at room temperature for 16 hours. The thus-produced crystals were recovered
through filtration and dried, to thereby yield 3.55 g of the title compound (yield: 92%).

1H-NMR(400MHz,CDC13) &ppm: 1.63(3H,d,J=7Hz),2.38(3H,s),2.54-2.60(4H,m),3.40-3.44(4H,m),4.35-4.52(3H,m),
7.76(1H,d,J=11.8Hz),8.64(1H,s)

Elemental analysis: Calc. C;59.82%, H;5.58%, N;11.63%

Obsd.C; 60.01%, H;5.69%, N;11.53%

Example 6
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7-[(3R)-3-(1-tert-Butoxycarbonylaminocyclopropyl)-pyrrolidin-1-yl]- 1-[(1R,2S)-2-fluorocyclopropyl]-1,4-dihydro-
8-methoxy-4-0x0-3-quinolinecarboxylic acid

[0059] An acetonitrile solution (45 mL) containing 7-fluoro-1-[(1R,2S)-2-fluorocyclopropyl]-8-methoxy-4-oxo-1,4-dihy-
dro-3-quinolinecarboxylic acid (3 g), triethylamine hydrochloride (2.8 g), and boron trifluoride-tetrahydrofuran complex
(2.84 g) was stirred at room temperature for 30 minutes. tert-Butyl {1-[(3R)-pyrrolidin-3-yl]cyclopropyl}carbamate oxalic
acid salt (3.54 g) and triethylamine (5.71 mL) were further added to reaction mixture, followed by stirring for 10 hours at
the same temperature. The solvent was evaporated under reduced pressure, and methanol (30 mL) was added to the
residue. The mixture was refluxed for 12 hours, and the solvent was evaporated under reduced pressure. 80% Hydrated
methanol (20 mL) was added to the residue, and the pH of the product was adjusted to 7 by use of 5N aqueous sodium
hydroxide solution, followed by stirring at 60°C for 30 minutes and at room temperature for 16 hours. The thus-produced
crystals were recovered through filtration and dried, to thereby yield 4.79 g of the title compound (yield: 94%).
1H-NMR(400MHz,CDCl3) dppm: 0.68-0.95(4H,m),1.29-1.58(2H,m),1.42(3H,s),1.71-1.91(1H,m),2.03-2.15(1H,m),
2.22-2.40(1H,m),3.36-3.71(4H,m),3.52(3H,s),3.79-3.90(1H,m),4.74-5.05(1H,m),4.99(1H,brs),6.94(1H,d,J=9.2Hz),8.06
(1H,d,J=9.2Hz) ,8.65(1H,d,J=3.1Hz),15.18(1H,brs)

Elemental analysis: Calc. C;62.26%, H;6.43%, N;8.38%

Obsd. C;62.14%, H;6.47%, N;8.43%

Claims

1. A method for producing a compound represented by formula (1):

[wherein

R1 represents an optionally substituted C1 to C6 alkyl group, an optionally substituted C3 to C6 cycloalkyl group,
an optionally substituted phenyl group, or an optionally substituted heteroaryl group;

R2 represents an optionally substituted amino group, a hydrogen atom, a hydroxy!l group, a thiol group, a halog-
enomethyl group, a C1 to C6 alkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy
group;

each of R3 and R4 independently represents a C3 to C6 cycloalkyl group, a hydrogen atom, a halogen atom, a
phenyl group, a C1 to C6 alkyl group, a C1 to C6 alkoxy group, a C2 to C6 alkenyl group, or a C2 to C6 alkynyl
group, wherein the cycloalkyl group may have an amino group as a substituent; each of the alkyl group, alkoxy
group, alkenyl group, and alkynyl group may be linear or branched; and the alkyl group may have one or more
substituents selected from the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to C6
alkylthio group, a C1 to C6 alkoxy group, a C3 to C6 cycloalkyl group, a C1 to C6 alkylamino group, a C3 to C6
cycloalkylamino group, a phenyl group which may be substituted by a C1 to C6 alkoxy group or a halogen atom,
a furyl group which may be substituted by a C1 to C6 alkoxy group or a halogen atom, and a thiazolyl group which
may be substituted by a C1 to C6 alkoxy group or a halogen atom, or R3 and R4 may be linked together to form

(a) a spiro-ring structure of a 3- to 6-membered ring structure including the carbon atom to which R3 and R4
are bonded, wherein the spiro ring may have a nitrogen atom, an oxygen atom, or a sulfur atom, as a ring-
member atom; the formed ring may be substituted by a halogen atom, a C1 to C6 alkyl group, or an amino
group; and the alkyl group may have a group selected from the group consisting of a halogen atom, a C1 to C6
alkyl group, and a C1 to C6 alkoxy group, as a substituent, or
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(b) an exo-methylene group bonded via a double bond, wherein the exo-methylene group may have one or two
substituents selected from the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to
C6 alkylthio group, and a C1 to C6 alkoxy group;

"A" represents a nitrogen atom or a partial structure represented by the following formula:

hd

X

(wherein X2 represents a hydrogen atom, a hydroxyl group, a cyano group, a halogen atom, a C1 to C6 alkyl group,
a C1 to C6 alkoxy group, a halogenomethyl group, or a halogenomethoxy group, wherein X2 and R may be
integrated with a part of the skeleton, to form a ring, and the formed ring may have a C1 to C6 alkyl group as a
substituent);

W represents -CHRS5-, -O-, or -NR®- (wherein R5 represents a hydrogen atom, a halogen atom, a C1 to C6 alkyl
group, a C3 to C6 cycloalkyl group, a C2 to C6 alkenyl group, a C2 to C6 alkynyl group, or a C1 to C6 alkoxy group;
the cycloalkyl group may have an amino group as a substituent; the alkyl group may have one or more substituents
selected from the group consisting of a hydroxyl group, an amino group, a halogen atom, a C1 to C6 alkylthio
group, and a C1 to C6 alkoxy group; R® and R3 or R4 may together form a C3 to C6 cycloalkane or a 5- to 7-
membered saturated heterocycle with a carbon atom to which these Rs are bonded; and the formed cycloalkane
or saturated heterocycle may have a C1 to C6 alkyl group or an amino group as a substituent, and R® represents
a hydrogen atom, a C1 to C6 alkyl group, or a C3 to C6 cycloalkyl group);

X1 represents a hydrogen atom or a halogen atom;

Y represents a hydrogen atom, or an amino group, a C1 to C6 alkyl, a C1 to C6 alkylamino group, a C3 to C6
cycloalkyl group, or a group which can be readily transformed by chemical means to an amino group or a C1 to
C6 alkylamino group, these groups each being bonded to any carbon atom of the saturated heterocyclic ring; and
nis 0 to 2], a salt thereof, or a hydrate of the compound or salt, characterized in that the method comprises
allowing to cause a reaction in a mixture containing a compound represented by formula (2):

(wherein X represents a halogen atom, and R%, R2, X1, and A have the same meanings as defined above), a salt
of a compound represented by formula (3):

R4

3 'I\IH (3)
R
W<'/(CH2)n
Y

(wherein W, Y, R3, R4, and n have the same meanings as defined above], and a boron derivative in a solvent in
the presence of a base, to thereby form a boron chelate compound, and
removing a boron chelate moiety from the boron chelate compound.

14
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A production method according to claim 1, wherein the boron derivative is trifluoroboron compound.

A production method according to claim 1 or 2, wherein the trifluoroboron compound is a trifluoroboron-diethyl ether
complex or a trifluoroboron-tetrahydrofuran complex.

A production method according to any one of claims 1 to 3, wherein the mixture is allowed to cause a reaction therein
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in the presence of a salt of a tertiary amine.
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